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Amendments to the Claims: 




1 . (Currently Amended): A method for treating or provontine - r educine the risk of arthritis in a 
mammal, said method comprising the step of administering to a patient suffering from 
arthritis and in needof treatment, or to a patient suspected of developing arthritis, an 
effective antiarthritic amount of a MEK inhibitor. 




2, (Original): The method according to Claim 1 wherein the arthritis is rheumatoid arthritis or 
osteoarthritis. 



3. (Original): The method according to Claim 2, wherein the arthritis is osteoarthritis, 

4. (Original): The method according to Claim 2, wherein the arthritis is rheumatoid arthritis* 

5. (Original): The method according to Claim 1, wherein said MEK inhibitor is a selective 

MEK1 or MEK 2 inhibitor. 

6. (Previously Amended): The method according to Claim 1 wherein the MEK inhibitor is a 

compound of Formula I 




wherein: 

R, is hydrogen, hydroxy, Ci-C 8 alkyl, Ci-C 8 alkoxy, halo, trifluoTomethyl, or 
CN; 

R 2 is hydrogen ; 
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R 3} R4, and R 5 independently are hydrogen, hydroxy, halo, trifluoromethyl, d- 
Cj alkyl, Ci-Ca alkoxy, nitro, CN, or -(O orNH) m -(CH2) n -R0, where R 9 is 
hydrogen, hydroxy, COOH, orNRioRn; 

n is 0-4; 

m is 0 or 1; 

Rio and Ru independently are hydrogen or CrC 8 alkyl, or taken together with 
the nitrogen to which they are attached can complete a 3-10 member 
cyclic ring optionally containing 1, 2, or 3 additional heteroatoms 
selected from O, S, NH, or N-Ci-Cg alkyl; 



Z is COOR7, tetrazolyl, CONR$R 7 , CONHNR J0 Rn» or CH 2 OR 7 ; 

R<5 and R 7 independently are hydrogen, Ci-C 8 alkyl, C2-C 8 alkenyl, C 2 -C 8 
alkynyl, (CO)-Ci-C 8 alkyl, aryl, heteroaryl, or C 3 -Ciocycloalkyl 
optionally containing one, two, or three heteroatoms selected from O, S, 
NH, or N alkyl; or Re and R 7 together with the nitrogen to which they are 
attached complete a 3-10 member cyclic ring optionally containing 1,2, 
or 3 additional heteroatoms selected from O, S, NH, or N alkyl; and 
wherein any of the foregoing alkyl, alkenyl, aryl, heterocyclic, and 
alkynyl groups can be unsubstituted or substituted by halo, hydroxy, Ci- 
C s alkoxy, amino, nitro, C1-C4 alkylamino, di(Cj- C 4 ) alkylamino, C3-C6 
cycloalkyl, phenyl, phenoxy, C3-C5 heteroaryl, or C 3 - C 5 heteroaiyloxy; 

or a pharmaceutical^ acceptable salt, ester, amide, or prodrug thereof. 



7. (Original): The method according to Claim 6 wherein the MEK inhibitor is a compound 
selected from: 

[4-Chloro-2<lH-tetra20l-5-yl^ 

(4-iodo-2-methyI-phenyl)-[2-(lH-tetrazol-5-yl)-phenyl]amine; 
[4-nitro-2-(lH-tetrazol-5^ 
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4- Fluoro-2-(4-iodo-2-methylphenylainiiio)benzoic acid; 
3,4 5 5-Trifluoro-2<4-iodO"2-methy]-phenylammo)-benzoic acid; 
3 s 4-Difluoro-2-(4-iodo-2-methyl-phenylamino)-benzoic acid; 

5- Bromo-3,4-difluoro-2-(44odo-2-methyl-phenylamino)-benzoic acid; 
5-Chloro-2-(4-iodo-2-metliyl-phenylamino)-benzoic acid; 

Sodium 5-Chloro-2-(4»iodo-2-methyl-phenylamino)-benzoate; 
5-Bromo-2-(4-iodo-2-methyl-phenylamino)-benzoic acid; 
2-(4-Iodo-2-methyl-phenylamino)-5-nitro-benzoic acid; 

4- Chloro-2"(4-iodo-2-methy]-phenylaraino)-benzoic acid; 
2-(4-Iodo-2-methyl-phenylamino)-benzoic acid; 

5- FIuoro-2<4-iodo-2-methyl-phenylamino)-beiizoic acid; 
5-Iodo-2-(4-iodo-2-methyl-phenylamino)-benzoic acid; 

2,3 ,5-Tri fluoro-4-(4-iodo-2-methyl-piienyI amino)-b enzoic acid; 
2-(4-Iodo-phenylamino)-5-methoxy-beiizoic acid; 
5-Methyl-2-(4-iodo-2-metliyl-phenylamino)-benzoic acid; 
2-(4-Iodo-2-Tnethyl-pbenylamino)-4-nitro-benzoic acid; 
2-(4-Bromo-2-mel%l-phenylaniino)-4-fluoro-benzoic acid; 
2-(2-Bromo^-iodo-plienylamino)-5-nitro-beiizoicacid; 
2-(4-Bromo-2-methyl-phenylamino)-3,4-difluoro-benzoic acid; 
5-CMoix)-N-(2-hydroxyethyl)-2-(4-iodo-2-me%l-phenylamin 
4-Fluoro-2-(4-iodo-2-methyl-phenylamino)-bexi2aTiiide; 
4-Fluoro-2-(4-iodo-2-methyI-phenylamino)-N-methyl-*benzamide; 
N-Ethyl-4-fluoro-2-(4-iodo-2-methyl-phenylamino)-benzamide; 
44 7 luoro-2-(4-iodo-2-methyl-pheny^ 

4- Fluoro-2-(4-iodo-2Hiiethyl-phenyte^ 

5- Bromo-2-(4-iodo-2-methyl-phenylamino)-benzaraide; 
5-ChIoro-2-(4-iodo-2-metlLyl-phOT^ 

[5-Gilom-2-(4-iodo-2-methyI-pheaylamino)-benzoylamino]-aceti acid; 

4- Fluoro-2-(4-iodo-2-methyl-phenylamino)-N-propyl-benzamide; 

5- Bromo-N^2-hydroxy-ethyl)-2-(4-iGdo-2-m 
N ? N-Diethyl-4-fluoro-2-(4-iodo-2-methyl-phenyIamino)-benzamide; 
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4- Fluoro-N-{3-[4-(2-hydroxy-ethy^ 

phenylamino)-benzamide; 
N^-Diethyl-2-(44odo-2-methyl-phenyl^ 
N-Butyl-44luoro-2-(4-iodo-2-met^ 

5- CUoro-N^-diethyl-2-(4-iodo-2-methyI-pheaylamino)-benzamide; 
5-Bromo-2^4-iodo-2-methyl-phenylamino)-N,N-dimethyl-b 
5-Bromo-3,4-difhioro-N^2-hy^ 

benzamide; 

N^2,3-Dihydroxy-propyl)-3 s 4-difluoro-2-(4-iodo-2-methyl-phenylam 
5-Biomo-3 5 4-difluoro-2-(44odch2-me^ 
benzamide; 

3 > 4-DifluorcHN-(2-hydroxy^tfayl)-2-(4-iodo-2"methyI-phenylamino)-^^ 

N-(2 5 3-Dihydroxy-propy])^fluom-2-(4-iodo-2"methyl-phenyIara 

3/t-Difluoro-N-(3-hydira^ 

5-Bromo-3,4-difluoro-2-(4-iodo-2-methyl-phenylamino)-N-(2-pyrro 

benzamide; 
5-Bromo-3,4-difluoro-2^4-iodo-2-methyl^ 

benzamide; 

4- Fluoro-N-(2-hydroxy-ethyl)-2-(4^ 

5- Bromo-N-(3-dimethylamino-pro^^ 

benzamide; 

5-BromoO,4-difluoro-2-(4-iodo-2-methyl-phenylammo)-N-(2-morpho 

benzamide; 
3^Difluoro-2-(4-iodo-2-methyl-ph^ 

3 ? 4-Difluoro-2-(4-iodo-2-methyl-phenylamino)-N-(2-pyrrolidin-l^ 
3/M)ifluoro-2-(4-iodo-2-methyl-phenylamm^ 
N<3-Dimethylammo-propyl)-3 s ^ 
benzamide; 

N-BenzyM-fluoro-2"(4-iodo-2-methyI-phenylamino)-benzamide; 

2-(4-Bromo-2-methyl-phenylamino)-3,4^^^ 

4-Fluoro-2-(44odo-2-methyl-phenyIamino^^^ 
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4-Fluoro-2-(4-iodo-2-metlLyl-phen^ 

3,4-Difluon^2-(4-iodo-2-metliyl-phenylamino>N^ 

4-Fluoro-2-(4-iodcn2-methyl-pheny 

4- Fluoro-2<4-iodo-2-methyl-phenylanuno)-N-(2-pyrrolidin- 1 -yl-ethyl)-benzamide; 
2-(4-Bromo-2-me1hyl-phenylamino)-3,4-difluoro-N-(2-moTphoIm 

benzamide; 

5- Bromo-3,4-difluoro-2<4-iodo-2-methyl-phenylammo)-N-pyridin^ 

benzamide; 
3ADiflu° ro - 2 -(4- iod °-2-m^ 

2-(4-Bromo-2-methyl-phenylamino)-N-^^^ 
benzamide; 

4-FluoiX)-2-(4-iodo-2-methyI-phenylammo)-N-pyridin-4-ylm 
4-Fluoro-2-(4-iodo-2-methyl-phenylan^ 
2-(4-Bromo-2-methyl-phenylamino)-3 5 4^fluoro-NK2-pyri 
2-(4-Bromo-2-methyl-phenylamino)^ 
2-(4-Bromo-2-methyI-phenylamino>3 3 ^ 
benzamide; 

4- FIuoro-2-(4-iodo-2-methyl-phenylamino)-N-phenetiiyl-benzamide; 
2<4-Bromo-2-methyl-phenyiamino)-3^din^ 
2<4-Bromo-2-methyl-phenyIamino)OAdifl^^^ 

2-(4-Bromo-2-methyl-pheny]amino)-3,4-difluoro-N-phenethyl-benzamide^ 
2-(4-Bromo-2-methyl-phenylamino)-3,4-difluoro-N-(2-piperidin-l^ 

5- Chloro-N- {3-[4-(2-hydroxy-etbyl)-piperazin- 1 -yl]-propyl } -2-(4-iodo-2-methyl- 

phenylamino)- benzamide; 
5-Fluoro-N-{3-[4-(2-hycfroxy-et^^ 

phenylamino)- benzamide; 
2-(4-Iodcn2-methy]-phenylaimno)-5^ 
5-Bromo-N-{3-[4<2-hydroxy-ethyl)-p^ 

phenylamino)- benzamide; 
5<3iloro-N-(2-die<hylamino-e^ benzamide; 
5-CMoro-2-(4-iodo-2-methyl-phenylamm^^ 
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(3-Hydroxy-pyrrolidin-l-ylM^^ 
methanone; 

5 -Chloro-2"(^iodo-2-methyl-phenylamino)-N-(2-pyrrolidin- 1 -yl-ethyl)-benzamide; 
5-Bromo-N-(2-dietkylammo-^ benzamide; 
N-{2-[Bis-(24iydroxy-eihy^ 

phenylamino)- benzamide; 
N- {2-[Bis-(2-hydroxy-ethyl)-amino]~etliyl} -5-bromo-2-(4-iodo-2-metbyl- 

phenylamino)- benzamide; 
N-{3-[4-(2-Hydroxy-ethyl)-pipei^ 

benzamide; 
5-Fluoro-2~(4-iodo-2-methyl-phenylamm^ 
5-Bromo-2-(4-iodo-2-ethyl-phenylamino)^ 
5-Bit>mo-2-(4-iodo-2-metbyl~phenylam 
5-Fluoix>-2-(4-iodo-2-methyl-ph^ 
5~CIilor(>N-(3-dimethylamino^^ 
N-{2-[Bis-(2-hydroxy-etliyl)-amino^ 

phenylamino)- benzamide; 
5-Chloro-N-(3-hydroxy-propy 
5-CMoro-N-(3-diethy]amino-2-h^ 

benzamide; 

5-FIuoro-2-(4-iodo-2-methyl-phenylamino)-N-(2-piperidin-l-yI-e^ 
5-Bromo-N-(3-bydroxy-propyl>^^ 

5-Bromo-2-(4-iodo-2-methyl-phenylamino)-N-(3-piperidin-l-yl-pro^ 
N-{2-[Bis-(2-hydroxy-e&yl)-ai^ 

benzamide; 
5-Chloro-2-(4-iodo-2-methyl-phenylamin^^ 

5-Chloro-N-(3-diethylamino-propyl)-2-(4-iodo-2-methyl-phenylamino)-benz 

5-Chloro-N-(2-diisopropylamino-ethy^ 

5-Chloro-2-(4-iodc^2-methyl-phenylam 

2-(4-Iodo-2"methyl«phenylamino)-5-nitro-N-(2-piperidin- 1 -yl-ethyl)-benzamide; 
5-Bromo-2-(44odo-2-methyl-phenyIamino)--N-(2-piperazin- 1 -yl-ethyl)-benzamide; 
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V 



N-(2-DietkylaminO"ethyl)-5-^^ 

5-Bromo-N-(3-dimethylammo-propyl)-2-(4-iodo-2-methyl-phen 
N~(3-Hydroxy-propyl)-2-(4-iodo-2-me^ 
5-Fluoro-N-(3-hy<froxy-pro^ 
N-(3-Diethylamftic>-piopyl)-5-fl^ 

N-(3-DiethylaminCHpropyl)-2-(4-iodo-2-methyI-phenylami 

5-Bromo-2-(4-iodo-2-methyl-phenyIar^ 

2-(4-lodo-2-methyl-plienylam^ 

[5-Fluoro-2-(44odo-2-methyl^ 1 -yl)- 

methanone; 
5-Bromo-N-(2KUisopropylamino-ethyl>^^ 
5-Fluoro-2-(4-iodo-2-me^ 
5-Fluoit>-2-(4-iodo-2-methyl-phen^^ 
[5-Fluoro-2-(4-iodo-2-methy^^ 

yl]-methanone; 
N»(3-Diethylamino-2-hydroxy-propyl)-5-fluorcH2-(4-i 

benzamide; 

N"Cyclopropyl-5-fluoro-2-(4-iodo-2-methyl-phenylamino)-benza^ 
5-Chloro-N-(2-hy<koxy-ethyl)-2-(4-iodo-2-methyl-phenylamm 
5-Fluoro-N<2-hydroxy^thyI)-2<4-iodo-2-methyI-phenylamino>bei^ 
N-Benzyloxy-5-fluoro-2-(4-iodo-2-m 

N-Benzyloxy-5-bromo-2-(4-iodo-2-methyl-phenylarnmo)-benzamide; 

2-(4-Iodo-2-methyl~phenylamino^ 

5-Bromo-N-(2-hydioxy-etbyl)-2-(4-iodo 

N-(2-Hydroxy-etliyI)-5-iodo-2<4-^ 

N-(2-Hydroxy-ethyl)-2-(4-iodo-2-ethyl-phenylamino)-5-m 

2~(4-Iodch2-methyl-phenylaim^ 

5-Chlon)"N-cyclopropy]-2-(4-iodo-2-methyl-phenylamino)-beiu 
5-Fluoro-2<4-iodo-2-methyl-phenylainino)-N-methyl-N-ph 
N-Allyl-5-fluoro-2-(4-iodo-2-methyI-plienylamino)-benzamide; 
N-Benzyloxy-5-iodo-2~(4-iodo-2-methy^ 
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5-Fluoro-2-(4-iodo-2-methyl-phenylamino)-N-(4-sulfamo 

N-Allyl-5-cWoro-2-(4-iodo-2-memyl-phenylamino)-ben 

N-Cyclopropyl-2-(4-iodo-2-me^ 

5-Bixmio-N-cyclopn>pyl-2-(44odo-2-^ 

5-Chloro-2-(4-iodo-2-methyl^ 

5-Iodo-2-(4-iodo-2-methyl-phenyIa^ 

5-Bromo-2-(4»iodo-2-methyl-phenylamino)-N-(4-sulfamoyI-^ 

N-Allyl-2-(4-iodo-2-methyl-ph^ 2-(4-Iodo-2-methyl- 

phenylaniino)-5-riitro-N-(4-siilfeinoyl--ben2yl)- 
benzamide; 

N-Allyl-5-bix>mo-2"(4-iodo-2-methyl-pheny]amino)-benzamide; 
5-Fluoro-2<4-iodo-2Hiiethyl~phenyI^^ 

N-Cyclopropyl-5-iodo-2-(4-iodo-2-me1±Lyl-phenylaraino)-beii2amide; 

5-Bromo-2<4-iodo-2-methyl-ph^ 

N-Benzyloxy-2-(4-iodo-2-methyl-phenylan^ 

N-tycIohexyl-5-iodo-2-(4-iodo-2-methy^^ 

N-AllyK5-iodo-2-(4-iodo-2-methyl«phenylainiDo)-benzainide; 

54odo-2-(4-iodo-2-methy]-phe^y]amino)-N-(3-methyl-benzyl)"ben^ 

2<4-Iodo-2-methyl-phenylam^ 

5-Iodo-2^4-iodo-2-methyl~phenylam^^^ 

N-Cyclohexyl-5-fluorc^2-(4-iodo-2-m^ 

5-Chloro-N-cycIohexyl-2-(4-iodo-2-methyl-phenylaraino)-benzam 

5-Bromo-2-(4-iodcH2-methyl-phenylamino)-N-(3-methy]-benzyl) 

5-Bromo-N-cyclohexyl-2-(4-iodo-2-methyl-pbenylamino)-benzamide; 

5-Ch!oro-2<4-iodo-2-metliyl-phe^ 

N-Cyclohexyl-2-(4-iodo-2<nethyl-phOT^ 

N-Benzyloxy-5-bromo-2-(4-iodo-2-metbyl-phenylamino)-benzamide; 

N-Ben2yloxy-5-fluoro-2-(4-iodo-2-me%l-phenylamino)-benzamide; 

5-CMoro-N<2-hydroxy-ethyl)-2^44odo^ 

5-Bromo-N<2-hydroxy^thyl>2<4^^ 

2-(4-Iodo-2-methyI-phenylami^ 

US OA Response 9-22-03 



Received from <> at 9/22/03 8:16:41 PM [Eastern Daylight Time] 



Sap-22-2003 08:17pm From- T-458 P 012/029 F-366 



09/868,120 -10- 5968-01-SMH 

5-CWoro-2-(4-iodo-2-methyl-phenylamino)-N-methy^ 

N<2-Hydroxy-ethyl)-5-iodo-2-(4-iodo-2-m^ 

5-Chloro-N-cyclopropyl-2-(4-iodo-2-methyl-phenylamino)-benza 

N-AllyI~5^hloro-2-(44odo-2-meft^^ 

5-Fluoro-2-(44odo-2-metbyl-p^^ 

N^2-Hydroxy-ethyI)-2-(4-iodo-2-me^^ 

5Tluoro-N^2-hydroxy-etoyl)-2-(4-iodo-2-m^ 

5-Bromo-N-cyclopropyl-2-(4-iodo-2~methyl-phenylamino)-bei^ 

N-Cyclopropyl-5-fluoro-2-(4-iodo-2"methyl-phenylamino)-beji^amide; 

5-Fiuoro-2-(4-iodo-2-metkyl-phenylaim^ 

N-Cyclc^ix>pyl»2-(4-iodo-2-methyl-pbe^ylamino)-5-iii^ 

N-Allyl-5-fluoro-2-(4-iodo-2-meth^ 

N-Benzyloxy-5-iodo-2-(4-iodo-2-metbyl-phenylamino)-benzarm 

N-Allyl-5-bromo-2-(4-iodo-2-methyl-phenylaraino)-benzamide; 

5-Bromo-2-(4-iodo-2-methyl-phenylai^ 

5-Bromo-2<4-iodo-2-metiiyl-phenylamino)-N-metby^ 

N"AlIyl-2-(4-iodo-2-methyl-pbenylamino)-5-nitro-ben2:amide; 

4"Fluoro-2-(44odo-2-methyl-phenylamino)-benzyl alcohol; 

[5-Chloro-2<4-iodo-2-methyl-phenyl^^ 

[2^4-Iodo-2-methyl-phenylamino)-5-nitm-pheny]]-metbanol; 

[5-Bromo-2-(4-iodo-2-methyl-phenylamino)-phenyl]-meilianol; and 

N-Allyl-2-(4"iodo-2-methyl-phenylamino)-5-nitro-ben2amide. 



8. (Previously Amended): The method of claim 6, wherein the MEK inhibitor is a compound 
of Formula (I) wherein (a) Ri is hydrogen, methyl, methoxy, fhioro, chloro, or bromo; 
(b) R 2 is hydrogen; (c) R 3 , R4> and R 5 independently are hydrogen, fhioro, chloro, 
bromo, iodo, methyl, methoxy, or nitro; (d) Rio and Rn independently are hydrogen or 
methyl; (e) Z is COOR 7 , tetrazolyl, CONR6R7, CONHNR10R11, or CH 2 OR 7 ; R* and R 7 
independently are hydrogen, C m alkyi, heteroaryl, or C 3.5 cycloalkyl optionally 
containing one or two heteroatoms selected from O, S s or NH; or R$ and R7 together 
with the nitrogen to which they are attached complete a 5-6 member cyclic ring 
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optionally containing 1 or 2 additional heteroatoms selected from O, NH or N-alkyl; and 
wherein any of the foregoing alkyl or aryl groups can be unsubstituted or substituted by 
halo, hydroxy, methoxy, ethoxy, or heteroaryloxy. 

9. (Original): The method of claim 8, wherein the MEK inhibitor is a compound of Formula (I) 

wherein: Z isCOOR?; R 7 is H, pentafluorophenyl, or tetrazolyl; R3andR 5 are 
independently H, fluoro, or chloro; and R4 is fluoro* 

10. (Original): The method of Claim 1 wherein the MEK inhibitor is a compound of Formula n 



wherein: 

R la is hydrogen, hydroxy, C^Cg alkyl, Cj-Cg alkoxy, halo, trifluoromethyl, or CN; 
R 2a is hydrogen; 

R3^ R4 a> and Rs a independently are hydrogen, hydroxy, halo, trifluoromethyl, 

Ci-Cg alkyl, Cj-Cg alkoxy, nitro, CN, or (O or NH) m -(CH2) n -R9a> where 

R9 a is hydrogen, hydroxy, CO2H or NR]Q a Rn a . 

n is 0-4; 
mis 0 or 1; 

Rl Qa and Rl la independently are hydrogen or Cj-Cs alkyl, or taken together with the 
nitrogen to which they are attached can complete a 3- to 10-member cyclic ring 
optionally containing one, two, or three additional heteroatoms selected from O, 
S > NH,orN-C 1 -Cg alkyl; 

Rg a is hydrogen, Ci-Cg alkyl, (CO)-Ci-Cg alkyl, aryl, aralkyl, or C3-C10 cycloalkyl; 




7a 



n 
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R7a is hydrogen, Ci-Cg alkyl, C 2 -Cg alkenyl, C2-Cg alkynyl, C3-C10 (cycloalkyl or 
cycloalkyl optionally containing aheteroatom selected from O, S, orNR^a); 

and wherein any of the foregoing alkyl, alkenyl, aryl, heteroaryl, heterocyclic, and 
alkynyl groups can be unsubstituted or substituted by halo, hydroxy, CrC 6 
alkoxy, amino, nitro, C1-C4 alkylamino, di(Ci-C*)alkylammo, C 3 -C 6 cycloalkyl, 
phenyl, phenoxy, C3-C5 heteroaryl or heterocyclic radical, or C3-C5 heteroaiyloxy 
or heterocyclic radical-oxy; or Rg a and R7 a taken together with the N to which 
they are attached can complete a 5- to 10-merabered cyclic ring, optionally 
containing one, two, or three additional heteroatoms selected from O, S, or 
NRl0a R lla; 



11. (Original): The method of Claim 10, comprising a MEK inhibitor having a structure of 

Formula (II) wherein: (a) R ta is H, methyl, fluoro, or chloro; (b) R^ is H; R 3a3 R4& and 
R 5a are each H, CI, nitro, or F; (c) R 6a is H; (d) R 7a is methyl, ethyl, 2-propenyl, propyl, 
butyl, pentyl, hexyl, cyclopropylmethyl, cyclobutyl methyl, cyclopropylmethyl, or 
cyclopropylethyl; and (e) the 4* position is I, rather than Br, 

12. (Original): The method of claim 11, comprising a MEK inhibitor having a structure of 

Formula (II) wherein: R4a is F at the 4 position, para to the CO-N-R^ a -OR7 a group and 
meta to the bridging nitrogen; at least one of R3 a and R$ a is F or CI; and R-u is methyl 
or chloro. 

13. (Original): The method of Claim 10, comprising a MEK inhibitor having a formula 

selected from: 

4-Fluoro-N-hydroxy-2-(4-iodo-2-methyl-phenylamino)-benzamide; 

4-nuoro-2-(4"iodo-2-methyl-phenylamino)-N-(methoxy)-benzamide; 

4-Fluoro-2-(4-iodo-2-methyl-pheny 

4-Fluoro-2-(44odo-2-methyl-phenylamino)-N-(2-phenoxyeiiioxy)-benzamide; 
4-Fluoro-2-(4Hodo-2-methyl-phenylam 
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4-Fluoro-2<4-iodo-2-methyl-phenyla^ 
4-Fluoro-2-(4-iodo-2~metliyl-pte^ 

4- Fluoro-2-(4-iodo-2-methyl-phenylaim^ 
3,4-DifluorcH2-(44odo-2-me^ 

3,4-Difluoro-2-(4-iodo-2-me1hyl-phenylamino)-N-ethoxy-b 
3,4-Difluoro-2^44odo-2-methyl-ph^ 
3 9 4-Difliioro-2^4-iodo-2-metbyl-plienylamino)-N-(cyclopr^ 
3 s 4-Difluoro-2<44odo-2-methyl-phen^ 

benzamide; 
3,4-Difluoro-2-(44odo-2-methy^ 

benzamide; 
3,4-Difluoro-2-(4-iodo-2-methyl-phenyl^ 

4-ynyloxy)-benzamide; 
3,4-Difluoro-2-(4-iodo-2-methyl^ 

3,4-Difluoro-2-(4-iodo-2-meihyl-phenylamino)-N-(piopoxy)-benz 
3,4-Difluoro-2-(4-iodo-2-mei±iyl-phenylamino)-N-(cyclobuty^^ 
3/4-Difluoro-2<4-iodo-2-methyl-ph^ 
3 ? 4-Difluoro-2^4-iodo-2-methyl-phemylamino>-N-(2-methyl^ 

benzamide; 
3,4-Difluoro-2<4-iodo-2-methy^ 

3,40ifluoro-2-(4-iodo-2-methyl-phenylamino)-N-(but-2-enyloxy)^ 
3,4-Difluoro-2-(4-iodo-2-methyl-phenylainino)-N-(but-3-ynyloxy)-be^ 
3 > 4-Difluoro-2-(4-iodo-2-methyl-phenylamino)-N-(cyclopentyloxy)-benzam 
3,4-Difluoro-2-(4-iodo-2-met^ 
benzamide; 

5- Bromo-3 i 4-difluoro-N-hydroxy-2-(4-iodo-2-mediyl-phenylamino)-benzamide; 
5-Bromo-3 ? 4-difluoro-2-(44odo-2-met^ 

5-Bromo-3Adifluoro-N-(furan-3-ylmethoxy)-2-(4-iodo-2-methyl-phCT^ 

benzamide; 
5-Bromo-N-(but-2-enyloxy)-3^-difluor^ 
5-Bromo-N-butoxy-3,4-difluoro-2^44od 
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5-Bromo-3,4^fiuoro-2<4-iodo-2-methyl-phenyIamin 

benzamide; 
5-BromO-3,4-difluoro-2-(4-iodo-2-m^ 

4-ynyloxy)-benzamide; 
5-BromoO,4-difluoro-2<4-iodo-2-metliyl-benzyl)-N-[5-(3-m 

pent-2-en-4-ynyloxy]-benzamide; 
5-Bromo-3,4-difluoro-2<4-iodo-2^ 
benzamide; 

5-Bromo-3,4-difluoro-2-(4-iodo-2-methyl-phenylamino)-N-[3-(3-^ 

prop-2-ynyloxy]-benzamide; 
5-Bromo-3/l-difluoro-2-(4-iodo-2^ 

benzamide; 
5-Bromo-3,4~difluoro-2-(4-iod^ 
benzamide; 

5-Bromo-3-4^fluoro-2-(4-iodo-2-methyl-phenylamino)-N-(3-(2-fl^^ 

2-ynyloxy)-benzaniide; 
5-Bromo-3,4-diflucro-2-(4-iodo 

5-Bit^o-3 3 4-difluoro-2-(4-iodo-2-methyl-phenylamino)-^ 

benzamide; 
5-Bromo-3,4-difluoro-2-(4-iofo^ 
5-Bromo-3,4-difluoro-2-(44odo-2-m^ 

5-Chloro-N-hydroxy-2-(4-iodp-2-methyl-phenylamino)-benzamide; 
5-CMoro-2-(4-iodo-2-methyl-phenylam^ 
5-Chloro-2-(44odo-2-methyl-phenylamino>N-mefhoxy-benzamide; 
4-Bromo-2"(4-iodo-2-methyl-phenylamino)-N-pbenylmethoxy-benza^ 

4- Fhioro-2-(4-iodo-2Hmethyl^ 

5- Fluoro-N-hydroxy-2-(4-iodo-2-methyl-phenylamino)-benzamide; 
5-Iodo-2-(44odo-2-methyl-pheny]am^ 
5-Fluoro-2-(4-iodo-2-methyl-phen^^ 

3,4-Difluoro-2-(4-bromo-2-methyl-phenylamino)-N-(3-phenylprop-2-ynyloxy)- 
benzamide; 
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3 s 4-Difluoro-2-(4-bromo-2-methy^ 
3,4-Difluoro«2-(4-bromo-2-methy]-pbenylamino)-N^ 
3,4-Difluorc^2-(4-bromo-2-methy^ 
3,4-Difluoro-2<4~biX>mo-2-m^ 

ben2amide; 
3^DifIuoro-2<4-bromo-2-me%l-phm^^ 
3,4-Difluoro-2-(4-bromo^^ 
3,4-Difluoro-2-(4-bromo-2-me^^ 

3,4-Difluoro-2-(4-bromo-2-raethyl-pbenylamino)-N-(cyclobutoxy)-^ 
~ \ 3.4-Difluoro-2<4-bromo-2-ra^ 

Y) V/ 3ADifluoro-2-(4-bromo-2-metbyl-phenylamino>N-(2-ph^ 
(Ijjjr 3 > 4-Difluoio-2-(4-bromo-2-me%l-phenylaiiiino)-N-(cycl^^^ 
3,4-Difluoro-2-(4-bromo-2-methyl-ph^ 
3,4-Difluoio-2<4-ta^^ 

benzamide; 
3,4-Difluoro-2-(44>romo-2-m^ 

2-ynyloxy)-benzamide; 
3,4-DifluonJ-2-(4-bromo-2-methyl-phenylamino)-N-(^ 

benzamide; 
3,4-Difluoro-2-(4-bromo-2-m^ 

3,4 5 5-Tri£luoit>-N-hy<froxy-2-(4-iodo-2-methyl-phenylamino) 
5-Chloro-3 s 4^fluoro-N-hycfr^ 

5 -Bromo-3 3 4nlifluorO'2-(2-fluoro-4-iodo-phenylamino)-N-bydroxy-ben2amide; 

N-Hydroxy-2-(4-iodo-2-methyl-^^ 

3A5-Trifluoro-2-(2-fluOro^iodo-ph^ 

5-Chloro-3 3 4-difluoro-2-(2-fluoro-4-iodo-phenylamino)-N-hydroxy-benzam 

S-Bn>mo-2-(2^hloro^4odo-phenylamino)-3,4-difluorc>N-hydroxy-be 

2-(2-Fluoro-4-iodo-phenylammo)-N^^ 

2-(2-Chloro^iodo-pheaylamino)-3,4,5-trifluoro-N-hydroxy^ 

5-CUoro-2-(2-chloro-4-iodo-phenylam^ 

5-Bxomo-2-(2-bromo^iodo-phenylami^ 
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2-(2-Chloro^-iodo-phenylamino)-N-hydroxy^-methyl-beiizamide^ 
2<2-Bromo^-iodo-phenylammo)-^ 
2-(2~Bromo^-iodo-phenylam^ 
2-(2-BromCh4-iodo-phenylamino)-N^^ 

4- FIuoro-2-(2-fluoro^iodo-phenylamino)-N-hydroxy-benza^ 
3 } 4-DifluoitH2-(2-fluoro^-iodo-pte^^ 

2-(2-Chloro^iodo-pheny]amino)-4-fluoro-N-hydroxy-benzamide; 
2-(2-Chloro^iodo-pbenylamino>^ 

2-(2-Bromo-4-iodo-phenylamino)^'fluoro-N-hydn)xy-ben2ainide; 
2-(2-Bromo-4-iodo-phenylaraino)-3 5 4-difluoro-N-hydroxy-benzaini 
N-Cyclopropylmethoxy-3A5-trm^ 

5- (^oro-N~cyclopirapylmetho 
benzamide; 

5-Bromo-N-cyclopropylmetboxy-3,4-difl^^ 

benzamide; 
N-Cyclopropylmethoxy-2-(4-iodo-2MTie&^^ 
N-Cyclopropylmethoxy-3,4,5-^ 
5-CMoro-N-cyclopropylmethoxy-3,4-&^ 
benzamide; 

5-Bxomo-2-(2-cMoro-4-iodo-phenylamino^ 

benzamide; 
N-Cyclopropylmethoxy-2-(2-fluoro^ 

2-(2-Chloro^-iodo-phenyIamino)-N-cyclopropylmethoxy-3,4,5-trifluoro-benz^ 
5-Cbloro-2-(2-cmoro^-iodo-phenyIamino)-N-c7clopropylm 

benzamide; 
5-Brorao-2<2-bromo-4-iodo-phenylam^ 
2-(2-Chloro^-iodo-pbenylamino)-N^oxy^-nitro-benzainide; 
2-(2-Bromo^-iodo-phenylamino)-N-^^^ 
2<2-Bromo-4-iodo-phenylamino)-5-cMoro-N^ 
benzamide 

2-(2-Bromc^4-iodo-phenylamino)-N^cto^^ 
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N-Cyclopropylmethoxy^-£luoTt>-2^2-fluoro-4Hodc>-phenylam 
N-CyclopropylmctlioxyO,4-difluoro-2-(2-fluoro^-iodo-pheny 
2-(2-Chloro-4-iodo-phenylara 
2-(2-Chloro^-iodo-phenyIammo)-N^^ 
2-(2-Bromo-4-iodchphenylamino)-N-^^ 
2<2-Bromo^iodo-phenylamino)-N-cyclopropy 

14. (Previously Amended): The method of claim 1, comprising a MEK inhibitor having a 
structure selected from: 

2-(2-cMoro^iodophenylammo)-5-c^ 

difluorobenzaraide; 
2-(4-iodophenylammo)-N-cycloprop 
2-(4-iodophenylamino)-5-chloro-3,4"difluorobenzoic acid; 
2-(2^Uoro^-iodophenylamino)-5-chIoro-3,4-difluorobenzoic acid; 
5-chloro-3,4-difluoro-2-(4-iodo-2-methylphenylamino)-benzoic acid; and 
S^hloro-N-cyclopropylmetho^ 
benzamide . 

15. (Previously Amended): A method of treating or preventing arthritis in a patient in need of 
treatment, or suspected of developing arthritis, said method comprising the step of 
administering an effective antiarthritic amount of a compound selected from: 
2-(2-Chloro^iodophenylam^ 

2-(2-Methyl-4-iodophenylamino)-N-hydroxy^fluorobenzamide; 
2-(2-Metiiyl-4-iodophenylamino)-N-hydroxy-3 > 4-difluoro-5*bromobenzainide; 
2-(2-Methyl-4-iodophenylamino)-N-cyclopropylmethoxy-3 J 4-difluoro~ 

5-bromobenzamide; 
2-(2-MethyM-iodophenylamino)-N-cyclobutylmethoxy-3,4-difluoro- 

5-bromobenzamide; 
2-(2-ChIoro-4-iodophenylamino)-N-cyclopropyImethoxy-3 1 4-difluoro- 
5-bromobenzamide; 
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2-(2-CMoro-4-iodophenylamino)-N-hy<to^ 
2-(2-CMoro-4-iodophenylaniino)-N-cyclobutylmethoxy-3 ? 4-di 
2-(2-Chloro^-iodophenylamino)-N-hydroxy-4-fluorobenzamide; 
2~(2-Methyl-4-iodophenylamino)-N4ty^^ 

2-(2-Methyl^iodophenylamino)-N^ and 
2-(2-CUoro-4-iodophenylamm^^ 



16. (Previously Amended): The method of Claim 15 wherein said compound is selected from 
2-(2-cMoro^-iodc^henylamino)^ 
2-(2-MethyM-iodophenylam^ 

2-(2-CUoro^-iodophenylamino>N-cyclopropylmethoxy^-fluorobenzamide. 



17. (Previously Added): A method of treating or pr e ventin a -reducing the risk of arthritis in a 
patient in need of treatment, or suspected of developing arthritis, said method 
comprising the step of administering an effective antiaithritic amount of 2-(2-Chloro-4- 
iodophenylamino)-N-cyclopropylmethoxy-3,4-difluorobenzamide. 



18. (Previously Added): The method of Claim 8, wherein the MEK inhibitor is a compound of 
Formula (I) wherein: Z is COOR 7 ; R? is H, pentafluorophenyl, or tetrazolyl; and R 3 , R*, 
and R5 are independently H, fluoro, or chloro. 



19. (Previously Added): The method of Claim 8, wherein the MEK inhibitor is a compound of 
Formula (I) wherein: Z is COOR 7 ; R7 is H, pentafluorophenyl, or tetrazolyl; and R 3 , R4, 
and R 5 independently are fluoro. 
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